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GUIDANCEFOR CLINICAL EVALUATIONOF
COMBINATIONESTROGENIPROGESTIN-CONTAINING
DRUG PRODUCTSUSED FOR HORMONEREPLACEMENT
THERAPYOF POSTMENOPAUSALWOMEN*

introduction

The Increased risk of endo#e3trIal cancer assoclatedwith estrogen
replacement therapy(ERT3’ ‘ has led totheclInlcai recommendation that

non-hysterectomlzedwomen who use ERTshoulda[so recelvf?progestin
treatment. Although observational data suggest that concomitant
progestln treatment for 10ormoreda
the excess risk ofendometr iai cancer

~~,~ach month substantially reduces
,theoverall effectof iong term

combination estrogen/progestln hormone replacement therapy(HRT) on the
health ofpostmenopausai women remains largelyunknown6. All Progestins
have adverse short-termeffects on carbohydrate metabolism and on the
Iipid and lipoprotein profiie, lowering the ratioof HDL:LDL cholesterol as
compared with the effects of unopposed ERT. Whether these short-term
metabolic effectscan be takenas surrogates for adverse iong term
cardiovascular outcmes isnotknown but Is being Investigated in several

@=%. clinical trials, including the ongoing NIH-sponsored Women’s Health
initiative Randomized Clinical Triai(WI-il/RCT), whlchwlil require upto 9
years for completion.

Emerging observational data onther iskofbreast cancer with ERTandHRT
raiseadditionai concern that addedprogestinsdo not reduce, andmayeven
exacerbate, ~~e increased occurrence of breast cancer reported with iong
tertnERTuse . Further data are needed toresoive this issue, from the
Wiii/RCT.andfromnewobservational studies that are larger and more
thorough than those currently available.

While many uncertainties exist regarding the iong-term risks ofHRT, the
better defined risks and benefits of ERTapp arreasonably favorable

Foveraii forwomen without contraindications . Thus, the Divisionof
Metabolism and Endocrine Drug Products (DMEDP)considers it safe and
arxxopriatet orequlre unopposed ERTcomparlson groups in therecomended
development schema forHRT drugs, provided thatwomenwith
contraindications to these drugs are excluded from these studies.

,., . . ...
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Principles of this guidance

Since the only rationale for adding progestln to ERT IS to reduce the excess
risk of endometrial cancer associated with ERT, and since observational!
data suggest that progestln drugs as a ctass are effective for this usage,

“ DMEDP will apply the following principles to the regulatory review of
marketing appl Icat Ions for combined estrogen/progestln HRT products:

1. Approvals of specific fixed dose estrogen/progestln HRT products for
estrogen class label Ing lndlcatlons WI 11be based on the combination
drug pollcy (see 21 CFR 300.50) and the determlnatlon, wlthln
reasonable Ilmlts, that a combinaklon drug contatns the lowest
effective dosages of each of its active cmPonents for their
respective labeled lndlcatlons. .

2. SPonsors are referred to the “Label Ing Guidance Text for Non- -
contraceptive Estrogen Drug Products” {August 1992 revision) for the
currentiy approved indications for estrogen components of HRT
products. i-iRT products must be shown safe and effective for each
estrogen Indication proposed for Iabei ing. Because a dose-dependent
Incre s driskof breast cancer has been reported in iongterm ERT
Userstl%

, the iowest effect iveestrogendos”e for each proposed
Indication must be demonstrated.

.-%
3. Approvals of progestln components will be based on evidence of safety

and efficacy derived from aslngle adequate andweii-controlled
ci inicai triai documenting the iowest effective progestln dose which

. prevents the excess risk of endometrlai cancer associated with a
specific ERT regimen. Since progestlns in HRT are intended to reduce
the estrogen-associated excess r Isk of endometriai cancer, the
Pr09eStin component must be shown safe and effective In reducing this
risk compared to the estrogen component aione. To mln’imize the
possibie adverse long-term effects of progestln treatment, the
lowest effective progestin dosage regimen, which reduces the risk of
endometr Iai cancer Induced by the unopposed estro9en comPonent*
must be shown.

lnciinlcal trlais, induction of a reversible precursor lesion as a
surrogate for mai Ignancy is considered reasonably safe and ethlca~,
provided study subJects are monftored and treated for developing
Pre-maiignant ieslons. Sponsors are expected to design Phase Ii!
Ciinlcal triais of HRT products with endometr[ai hyperp[asla as the
pr lmary Progest in ef f lcacy endpoint., The histopat.h,ologic diagn.os,ls of.. .. . . .. . . .
endometr Iai hyperplas la encstipasses a spectrum of pre-mal Ignant
iesions, most of which resolve spontaneously after the lnclt~n9
estrogen stlmuiatlon Is $41thdrawn, or with slmpie medlcai treatment.
As the only clinical conditloncleariy shown to predict the-”
development of endornetrial cancer (al belt in only a smail mlnorlty of
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untreated cases), endometrial hyperplasla lsthe only accepted
surrogate endpoint for endometrla! cancer.

4. Forosteoporos lspreventlon, see’’Guldel lnesfor Precllnlcal and
Cl Inical Evaluation of Agents Used In the Prevent Ion or Treatment of
Postmenopausa! Osteoporosis”, April 1994.

Requirements for symptomatic Indlcatlons

The symptomatic indications for estrogen class label lng are treatment of:
a) moderate to severe vasomotor symptoms associated with the menopause,
b)vulvar and vaginal atrophy associated with menopause,
c)hyPoestrogen lsmdueto hypogonadi smlcastratlonor prlmaryovarlan
fal lure, and, d) abnormal uterine bleedlng due to hormonal Imbalance”In the
absence of organic pathology and only when associated with a hypoplastlc or
atrophic endometrlum.

In order to obtain approval for symptomatic Indications, the sponsor
must conduct two Phase III cl Inlcal trials showing safety and eff Icacy of the
estrogen component, one of which should be placebo-control led. The studies
should be at least 3 months In duration, should evaluate dosage levels which
Include the lowest effective dose, and should be conducted under double
bllndconditlons.

In regard specifically to treatment of vasomotor symptoms, the primary
efficacy analysls must show a clinically and statistically slgnlflcant
reduction in both the frequency and severity of hot flushes In the treated
group(s) compared with the control groups. Entry crlterla should require
enrol led subJects to have a mlnlmum of 7 to 8 moderate to severe hot flushes
per day or 60 per week, at basellne. Subjective endpoint measures are
acceptable (i.e., patlent diaries), provided the protocol contains adequate
bllndlng and placebo controls; however, obJectlve measurements (I. e.,

thermography) are preferable to va!ldate the subjective endpoints.

Hot flushes are defined clinically as follows:

Mild - ‘SenSatlOn of heat without perspiration. .
Moderate - Sensation of heat with persplratlon, able to continue activity.
Severe - SenSatiOn of heat with sweating, causing the woman to stoP

activity.

The OnSet and frequency of hot flushes are determined by thermography as
the occurrence of subjective symptoms.. (moderate-to-severe hot f lushes)
foliowed wlthln 5 minutes of onset by a recorded increase In skin
temperature, Characterized by a steady, continuous pattern and a peak
within 20 minutes of baseline at ieast 1- C h.igh.er than baseline temperature”
The onset of this temperature increase IS considered the onset of the hot
flush.

.+-%.
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In regard to symptomatic Indications b), c), and d), above, the 10weSt
effective dose of the estrogen component must be shown to support labeled
dosage recommendations for each requested Indlcatlon.

Requirements for endometriai protection indication

1. One 12-month dose-ranging pivotal trial Is required to demonstrate
the lowest effective dose of the progestln component to protect the
endometr lum from the development of estrogen-induced endometr fat
hyperplasfa or cancer.

2. The protocol design must Include a comparison of unopposed estrogen
treatment (I.e., estrogen plus placebo progestln, which Is needed to
ensure bllnded treatment assignment) to treatment with the “
equivalent estrogen dose In combination with at least 2 different
progestln doses. Thus, at least 3 treatment arms are required for
each estrogen dose studled.

The primary efficacy analysls must show a clinically and statistically
slgnlflcant reduction In the one-year Incidence of endometrla!
hyperplasla or cancer In at least one comblti~tlon estrogen/progestln
treatment group compared with the equivalent dose level unopposed
estrogen group.

_.&-%
.3. Endometrlal biopsies should be conducted at a minimum of basel Ine and

study end, and subjects with hyperplasla at basel Ine should be
excluded and referred for treatment. Uter[ne ultrasound In lieu of
biopsy IS not acceptable for the evaluation of endometrla I
hyperp{asia except when Insufflclent tissue is obtained on biopsy.
However, sponsors are encouraged to perform rout Ine transvaglnal
ultrasound (TVS) Immediately preceding blopsles In order to generate a
Prospective data base correlating ultrasound and histological
findings.

4. The biopsy si Ides should be read by 2 independent pathologists,
blinded to treatment group assignment and to each other’s readings,
Using-standardized crlterla for the dlagnosls of endometrlal
hyperplasla, based on the Blausteln’s pathology textll. If diagnostic
differences between the first and second readers occur (I. e., the Same
biopsy read as hyperplasia by one and non-hyperplasla by the seCOnd),
then a third Independent, b! [nded pathologist should re-read those
slides to adjudicate the differences. In the event that a th~rd
.Patholog!s.t !S .need.ed, the sllde set for re-evaluat [on should include.
a random sample of biopsies whos@ diagnoses (both hyperplasia and
non-hyperplasia) were not prev{ousiy in dispute, as an additional
qualitY control. Data ana’lysfs should utilize the best 2 of 3 comPetin9
diagnoses as the histology endpoint.

-.
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Quantltat Ive analyses of the var!abi i lty between readers In
pathology diagnoses should be provided, to vai idate the diagnostic
classification scheme for endometrlal hyperplasla.

Requirements for osteoporosis prevention

In order to demonstrate the safety and efficacy of the combination product
In pres~rving bone mineral density at the lowest effective doses of both
estrogen and progestin, the fo! Iow{ng conditions must be fulf Illed:

1. One 24-month placebo-controlled, dose ranging trial Is required to
demonstrate the lowest effective dose of estrogen that Wlll”malntaln
bone mineral density. (Refer to Guldel ines for Anti-Osteoporotlc
Agents, April 1994.) .

2. The study design should include a comparison of 3 doses of estrogen
(Including one expected to be subtherapeut Ic) to determine the lowest
effective dose.

3. Al I women entering the protocol, Inciudlng those on placebo, should
maintain a total dally Intake of 1.0-1.5 g of qiementai calcium. Dietary
supplementation to achieve these levels Is acceptable.

.4-4. 4. No combination estrogen-progest in product WI I i be approved for this
indication untl I both the lowest effective estrogen dose (for bone
density preservation) and the lowest effective progestln dose (for
endometrlal protec.tlon) have been demonstrated adequately.

Patlent population

1. Al i enrol led subJects should have an intact uterus.

2. Menopausal status IS recognized as 12 months spontaneous amenorrhea
or 6 months amenorrhea with serum levels of FSH >50 mlU/ml and
estradloi <20 pg/mi.

3. For subjects on previous estrogen and/or progestin hormone
replacement therapy, the foi lowing washout periods are required
before basellne assessments are made: for studies of osteoporosis
Prevention, at least 6 months; and for studies of menopausal sYmPtoms
and/or endometriai protection, at least 8 weeks for prior oral
@Str Ogen and/or progestin therapy, and at least 4 weeks for pri Or

transdermal hormone therapy. .. .

-.
. .
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Treatment arms for HRT studies

Although lt may aPpear that timecould besaved and Patient numbers reduced
bycomblnlng studlesof menopausal symptoms orosteoporos lspreventlon
with studies of endometrlal hyperplasla, DMEDP does not recommend this
practice. Comblnlng trials of symptomatic and non-symptomatic indications
may result in slgnlflcant logistical dlfflcultles because the necessary
study duration, appropriate control groups, and ideal patient populations
for these three types of studies differ. For example, highly symptomatic
women needed for studies of vasomotor symptoms and/or vulvovaglnal
atrophy may not tolerate placebo treatment for longer than 3 month
periods. If they are enrolled in proionged triais of endometriai protection
or osteoporosis prevention, their high dropout rate from the piacebo or
other groups may compromise study results. On the other hand, .
asymPtomatlc or mildiy symptomatic women eiigibie for trials of endometrla!
protect ion or osteoporosis prevention would not meet e! igibi i i ty triter ia
for studies of vasomotor symptoms.

if a single combined HRT study of menopausal symptoms and endometr ial
Protection is Contemplated (i. e., for a HRT regimen with an approved
&strogen component), its design--- to adequately evaiuate a slngie “
estrogen dose ievei -- wouid need to Inciude at ieast 4 treatment arms;
for exampie:

E piacebo + P piacebo (piacebo group)
E drug + P piacebo (unopposed E group)
E drug + P dose-1 (HRT/iow dose P grOUP)
E drug + P dose-2 (i-iRTthigh dose P group)

To evaiuate 2 estrogen dose ieveis, the study wouid need at ieast 7
treatment arms:

E placebo + P piacebo
E dose-1 + P piacebo
E dose-1 + P dose-1
E dose-1 + P dose-2
E dos@-2 + P piacebo
E dose-2 + P dose-lA
E dose-2 + P dose-2A

(Diacebo group)
(unopposed iow dose E group)
(HRT/low dose E/iow dose P grow)
(HRT/10w dose E/high dose P grouP)
(unopposed high dose E group)
(HRT/high dose E/iow dose P grouP)
(HRT/high dose E/high dose P grouP)

.4-%
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To evaluate 3 estrogen dose levels (as required for osteoporosis Studies,
refer to ‘Guldellnes for Precllnlcal and Cllnlcal Evaluation of Agents Used
In the Prevent Ion or Treatment of Postmenopausal Osteoporosis”, Aprl 1
1994), at least 10 treatment

E placebo + P placebo
E dose-1 + P placebo
E dose-1 + P dose-1
E dose-1 + P dose-2
E dose-2 + P placebo
E dose-2 + P dose-lA
E dose-2 + P dose-2A
E dose-3 + P placebo
E dose-3 + P dose-lB
E dose-3 + P dose-2E

Sequence of studies ‘

arms would be needed:

(p Iacebo group)
(unopposed low dose E group)
(HRT/low dose E/low dose P group)
(HRT/low dose E/high dose P group)
(unopposed mid-dose E group)
(FIRT/mid-dose E/low dose P group)
(tiRT/mid-dose E/high dose P group)
(unopposed high dose E group)
(HRT/high dose E/Iow do- P 9rouP) c
(HRT/high dose E/high dose P group) -

To minimize Ioglstlcal dlff lculties, DMEDP recommends the following sequence
for the required HRT studies:

1. Select the primary estrogen Indlcatlon for proposed marketing (e.g.,
treatment of vasomotor symptoms, vuivovaglnal atrophy, and/or
prevent Ion of osteoporosis).

2. If the estrogen component IS not the subject of an approved NDA or
ANDA for this Indlcatlon, conduct placebo-control led, dose-ranging
studies to evaluate the estrogen component alone (e. g., for vasomotor
symptoms) and to identify the dose or doses to be marketed.

a. For symptomatic Indlcatlons, see requirements above.

b. For osteoporosis prevention, a sing Je 24-month study Is
required and the fol lowing treatment arms are needed: a placebo
group PIUS 3 estrogen dose level grouPs (refer to “Guldel Ines
~or Precllnlcai and Clinical Evaluation of Agents Used In the
Prevention or Treatment of Postmenopausal Osteoporosis”,
April 1994).

If the estrogen component Is the subJect of an approved NDA or ANDA
for the proposed Indlcat]on(s), this step may be omitted. The DMEDP
should be consulted to determine appropriate study .designs. ‘

3. Using the estrogen dose(s) Identlf led for marketing, conduct a dose-
ranglng study of the progest]n component, to identify the lowest
effeCti Ve progest!n dosage for each estrogen dose selected.

4+==.
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For pivotal trials of the progestin component (for endometrlal
protective efficacy In combination with a speclf Ic estrogen dosage
regimen) the fol Iowlng treatment arms are needed:

E dose-1 + P placebo (unopposed E group)
E dose-1 + P dose-1 (E dose/P fixed dose-1)
E dose-1 + P dose-2 (E dose/P fixed dose-2)

Thus, for 2 estrogen dose levels, a 6-arm study Is needed; for 3
estrogen doses,l 9-arm study IS needed.

4. As discussed above, for osteoporosis prevention trials of HRT drugs
Contalnlng an estrogen component which Is not approved for
osteoporosis prevention, steps (2) and (3) may be combined, but the
combined study WI I I require at least 10 treatment arms, and may”have
Ioglstlcal dlff Icu!t[es. Sponsors who wish to conduct combined studies
of HRT products for osteoporosis prevention and/or vasomotor
SyMptOMS, combined with endometrlal protection, should consult with
the DMEDP for guidance [n study design prior to submitting the IND.

-.
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Summary of recommendations for HRTtrlals

Symptomat Ic Endometrlal Postmenopausal
Indlcat Ions Protection osteoporosis

Twocontrolled One12-month placebo- Omzq+onth
cllnlcal trials controlledtrlal piacebo-controlled

. . trial

=1 placebo-and 1 ■includes unopposed Modemonstrate.the
active-control led Egroup(s) Iowest effective .
or 2placebo- doseof E to prevent
controlled groups ■Two Pdoses for each bone loss

E dose (SeeOsteoporosls
~t least 3-month Guldellnes)
study duration ~odemonstrate the

minimum effective ,
EubJectswlth 7-8 doseof P for each
moderate to severe proposed Edose
hotflushes/day or
60/week SEndometrlal biopsy

at basellne and at
ZPrlmaryefflcacy endof study
endpoint:
significant EIndependent,
decrease in replicated, bllnded
frequency and assessment of
severityof hot blopsyslldes
flushes

-9-



.-==

Other requirements
.’

In all clinical studies of HRT products, sponsors should note the followlng
safety requirements:

1.

2.

3.

4.

5.

6.

7.

Al I safety and efficacy studies of HRT products must be conducted In
non-hysterectomlzed women, the target population fordrugmarketlng.

All subJects must be screened with mammography prior to enrol Iment In
HRT studies and subJects aged 50 or older should have annual fol low-
UP mammograms during study participation. Abnormal f Indings should
result In prompt exclusion from enrol Iment or further drug treatment -
and referral for cl Inlcal management as Indicated. SubJects who have
received study treatment should be monitored by the sponsor unti I
cllnlcal resolution {s complete.

Endometrlal safety monitoring should include annual endometrial
biopsies during study partlclpatlon, or, for studies of less than 6
months, single endometrlai biopsies at study exit. SubJects with
endometr la I hyperplasla or cancer should be excluded from enrol Iment
or further drug treatment and referred for,cl Inlcal management as
Indicated. SubJects who receive study treatment should be monitored
by the sponsor until cllnlcal resolution Is complete.

The effects of treatment on llpld/1 Ipoprote!n prof I [es as we! 1 as on
carbohydrate metabolism and coagulation functions should be
assessed.

Levels of circulating drug estrogens and/or progest[ns and their
metabol Ites should be ascertained.

Sponsors should consult with the Dlvlsion of Blopharmaceutlcs for
guidance In study design prior to submitting c1 lnlcal pharamcokinetlcs
protocols.

Sponsors are encouraged to contact the DMEDP for further
Clarification and/or discussion of modifications in this guidance as
needed.
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